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Dear Midodrine Application Holder: 

As you know, midodrine hydrochloride was approved under the Food and Drug Administration's 
(FDA's) accelerated approval regulations in 21 CFR part 314, subpart H. The approval of 
midodrine hydrochloride was based on a surrogate endpoint and completion of phase 4 studies 
verifying clinical benefit was a condition of approval (see § 314.510; approval letter enclosed). 
To date, the holder of the midodrine hydrochloride new drug application (NDA) has failed to 
obtain approval for the required phase 4 studies verifying clinical benefit. If those studies are not 
approved in a timely manner, that NDA (and all ANDAs referencing that NDA) will be subject 
to withdrawal under the withdrawal provisions of subpart H (§ 314.530). As a result, several 
holders of approved abbreviated applications for midodrine hydrochloride have considered 
whether to conduct the requisite studies and have requested FDA advice regarding the 
availability and potential scope of 3-year new clinical studies exclusivity if holders of approved 
midodrine applications were to collaboratively or individually complete the required post
marketing studies to verify clinical benefit for midodrine hydrochloride. Because these 
proposals raise issues of first impression and will affect more than one midodrine application 
holder, we are seeking your input on a number of related legal/regulatory questions before 
responding. Please consider commenting on the following: 

1)	 If the post-marketing studies have been previously required as a condition of continued 
approval ofmidodrine hydrochloride under subpart H and one or more ANDA applicants 
complete those studies, are those studies eligible for 3-year exclusivity? Under what 
theory? 

2)	 Does the answer to #1 depend on whether the studies merely validate the use of the
 
surrogate endpoint or change the indication or other condition of use for the approved
 
drug product?
 

3)	 Does the same result apply if the sponsor of the NDA, itself, completes phase 4 studies 
that were required as a condition of approval under subpart H. Why or why not? 

4)	 If 3-year exclusivity is available for the required phase 4 studies and holders of approved 
ANDAs collaborate to conduct those studies, is there legal authority to permit them to 
share 3-year exclusivity? If not, can the first applicant to obtain approval of its 
supplement selectively waive its 3-year exclusivity in favor of the other collaborators on 
the studies? 

5)	 Under the statute and applicable regulations, could a study be "conducted or sponsored 
by the applicant" as required for 3-year exclusivity if that applicant paid less than 50 
percent of the costs of the study? Why or why not? 

6)	 If studies are completed and certain holders of approved ANDAs or the NDA holder does 
not collaborate, does FDA have authority under section 505(e) of the Federal Food, Drug, 
and Cosmetic Act to withdraw approval of those applications? Does FDA have such 
authority under any other statutory or regulatory provision? Would notice and 
opportunity for hearing be required before withdrawal? 
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To ensure a more complete and public discussion, FDA will make these questions and any 
responses received available in a public docket at Docket No. 2007N-0311. Please send your 
responses, if any, by September 7,2007, to: 

Food and Drug Administration
 
Division of Dockets Management
 
5630 Fishers Lane, HFA- 305, Room 1061
 
Rockville, Maryland 20852
 

We remind you that exclusivity determinations are generally made by FDA after approval of an 
application or supplement, based on our findings and the specific labeling changes approved. 
Exclusivity issues should not delay any efforts to undertake the needed phase 4 studies to show 
clinical benefit for midodrine. Thank you in advance for your input. 

Sincerely, 

Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Norman L. Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of New Drugs 
Center for Drug Evaluation and Research 

Enclosure: September 6, 1996 Approval Letter for NDA 19-815 
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Robltrtl Pt'larmaceutlcal Corporation 
AUanllon: Mr. Drew Karlan 
Morldl.n Center II 
Four Indu.lrl.1 Way Will 
Eatontown, NJ 07124·2274 

Pi.... ,,'ar to your April 26, 1988 new dNg appllcltlon (NOA) lubmilled undlr • .ctlon 
SOS(b) ot thl Flderal Food. Drug. and Co.metlc Act lor ProAmltln. (mldodrlne Hel) 2,6 and 
5 mg Tlbl.t•. 

WI acknowledge receipt of your amendmenl. and oo"e."oMence dated Junl 10, 1., 18 and 28. 
July 5, 8.nd 15 and Augusl 8, 1~, 15 and 2:J (twol, 1998. 

Tne new drug appllcatiOfl provldll for Ihl UI. of ProAmatlnl for thl tr.atment 01 Iymptomallc 
orlho.la1kl hypot.n.lon (01'4). The Indication II b..ad on ProArnatln"1 affect on Inc,.•••• In 
1·mlnutt .,endlng Iv.tolle blood pr...ure, a Ilurrogat. mlrker cnnlldlrtd rlkely to corrtlpond 
to • clinical blnaflt. At prolnt, clinical blnl'lt. 0' ProAmltln•• prlnclpilly Improved ability 
to perform II" Qc\lvltlel. have not bltn Iltlbll.hH. 

WI havi completed thl ,.vlew ot thl, Ippllcatlon including the ,ubmltt.d draft lalMnna. 
Iccordjng to ttle rellulatlona fo, looel.,ated appravII, lnet hev. concluded Ihllt adlquatl 
Inlormatlon hal bltn pr.lln1ed 10 approve ProAmatlnl (mldodrlnl Hel) 2.5 and 15 mg Tablet. 
for UII a. recommendld In thl Inclo.ect mlr1t.d·up dr.h. AccordIngly. the application II 
~prov.d lmd.r 21 CFA 314.&20. Approval meffllCtlvl on the dati of thl. lett.,. M8,ketlng ot 
1hl. dr"lg product end "Iated actMtle••,. to btl In Iccordlnce with thl lub.tlnce and 
procldurll 0' the re'".need 1cc.1."led approval ,egutatlonl. In particular, WI remind you 
Ihlt .11 promotional malerlal' mu.t bt .ubmltted It tellt 30 daY' prior to thl Inlanded time of 
Inilial dl...mlnat!on 01 thl libellno or Ihe InlUal pUblication of the advlnl••m,nt. Pi.... 
lubmh one copy to NOA 18·816 and I lacond copy dlractly to tho Olvilian of Drug MarkMlng. 
Advertl'lng, end Communication., Such .ubml••tona Ihould be promlnenlly I,beled 
·Accelerat.d Appro"a' Materlal.,-

Wt remInd you of your PhIl... commltm.nt••paolfled In your lubmlallon. dated May 20 and 
Auguet Hi. 1age. Th... cnmmltmlnt" along with any completion dltel Igreed upon, era lilted 
beloW. 

A' delc,lbld under 21 CFR 31••570. apploval under Chi. llOtIon reqUfrfll that you 
ItUdy lhe dNg further to vlrlfy and d••crlbe Ita otlnlcal ben.flt. The .tLldll. required to 
confirm Ihl clinical ~nefh of mldodrlne w.,e dllcu...d at tne July 18, 18Ge milling 
with th. Agency. Dreft protocolI 'or the Ph.... trial. provldtd In your 
Augu.t 16, 1Gie lubmll.,on 1ft currlntly under review. Our reoomm.ndatlone for Ihl 
propolld .tudl•• will be provided und.r ,.para'i cover. Upon flCejpt 01 thell 
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recommendations, the atudlea Ihould be carried out wI1h due diligence. The projected 
time for completion of thelle tnal. WBS ..Umated, at the July 18 me.lIr.g, to be 3 10 
4 veara, depending on rate 01 enrollmant. 

Protocoll, dati, Ind final reports Ihould be eubmltted to your INO for thIs product wl1h • copy 0' the cover letter submitted to this NDA. For admlnlslreUvD purposes, aM aubmltllons, 
lneludlng labeling .up~llm.nla. relating to the.. Phase 4 commitments mutt be clearly 
designated "Ph." 4 Commitments: 

II theIe Itudt.. do not provIde ve,lIleallon of clinical benefit to conclude "'t thl drug 'I ..afe and 
etiecllve for an lfltendld ua., you will comply with ttle Bccel.,.ted approval withdrawal 
prooedurel de.crlbed In 21 CFA 314.530. Additional atudle., Including treatment IHO 
protocol., could proceed Itter lIuch Q wlthdraw.11I \he dal_ supported continued trl.la. 

The Unal printed labeling (FPL) muet be Identlcal to the encloeed mBrked-up dratt. Marketing 
the product with FPL that la no' Identical 10 thle draft labeling may rendar the product 
misbranded lind an unllpprovtd new drug. 

PI•••o eubml1 abet.en caples of the FPL .1 loon aalt Ie available, In no cue more than 30 day. 
aher It II prInted, Please Individually moun' ten of the cople. Ofl heavy weight paper or Ilmll.r 
materlil. For IIdmlnlltratlve purpo••• thl. lubmll.lon .hould be d••lgnated "FtNAL PRINTED 
LABELING" for approved NOA 19·815. Approvil 01 this submllllon by FDA Is not reQuired 
beforl Ihe ..bellng I. used, 

Should addltlonellnforma,lon relating to the ••f.ty and e".ctlve"... ollhe druQ become 
aYallabla, 'Ivl.'on of that labeling may be required. 

Plea•• lubmlt one market packag.of the drug when It 11 available. 

We rumlnd you that you mUlt comply with thl requlrsments for an approved NDA H' rorth 
under 21 CFR 314.eO and 314.81. 

Mr, Gary Buehler 
Regulalory HIt.lth Prolect Manager 
(301) 594·5332 

Sincerely yours, 

Robert Temple, M.D. 
Director 
O"lce of Drug Evaluatlon I 
Center for DnJO Evalu.tlon and Rea.arch 

Enc'oeure 
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/s/ 

Gary Buehler 
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Norman Stockbridge 
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